Wilms' tumour of the kidney is known to occur in Beckwith-Wiedemann syndrome. It has also been described in four cancer prone families displaying LiFraumeni syndrome but it is not usually considered to be part of this syndrome. In order to detect particular familial cancer aggregations associated with this tumour, we studied the cancer incidence and mortality among relatives of the 501 Wilms' tumour patients in the French Wilms' Tumour Study. We found no familial association with breast cancer or soft tissue sarcomas which are the most common cancers in the Li-Fraumeni syndrome. However, we found two significant familial associations of Wilms' tumour with bone cancers on the one hand and with brain tumours on the other hand. These associations could reflect a small proportion of families segregating for some susceptibility gene. This should then be confirmed at the molecular level.
Wilms' tumour (WT) of the kidney (or nephroblastoma) is an embryonal tumour affecting young children, usually before the age of 10.' Since there are several similar epidemiological features in retinoblastoma and Wilms' tumour (existence of both unilateral and bilateral cases with earlier age at onset for bilateral cases, familial occurrence), Wilms' tumour was thought for a long time to arise from the same mechanism as retinoblastoma which is a paradigm of childhood cancers.2 Wilms' tumour was thus thought to occur after two mutations at homologous loci of a tumour suppressor gene resulting in loss of normal gene function.34 By this hypothesis, most unilateral cases are sporadic resulting from two somatic events whereas all bilateral and rare unilateral cases are the result of one inherited (or new germline) altered gene followed by a somatic event. In fact, WT carcinogenesis seems to be more complex than previously thought. Molecular studies have shown that at least three loci are probably involved in WT carcinogenesis5: WT Familial occurrence of WT is rare and the frequency of WT in relatives of patients is low. In the French Wilms' tumour study, frequencies of WT were estimated to be less than 0 4% in sibs, 0-06% in first cousins, and 0 04% in uncles and aunts. '9 Wilms' tumour is well known to occur in Beckwith-Wiedemann syndrome or in the WAGR syndrome. It has also exceptionally been described in cancer prone families and especially in Li-Fraumeni syndrome (LFS), described as the familial aggregation of sarcomas, breast cancers, leukaemias, brain tumours, and adrenocortical carcinomas, usually occurring before the age of 45. Wilms' tumour is not considered to be part of the LFS but this remains to be confirmed, especially since four LFS families were described with a case of Wilms' tumour.2>23
The purpose of this study is to search for a global excess of cancers among the relatives of Wilms' tumour patients and to detect particular familial cancer aggregations suggesting an inherited susceptibility. In italics: exact probability using binomial distribution. 
